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mmm, © & m -n m r m% &mm 
nm&mfe toe^a ^m^mm? % m&x & & mmnm-^jitmt (gvhd) 

-$\ mti^n^B^M^ti^mU'C $> & ifaWftlk&MM (hemophagocytic s 

yndrome ; HPS) ^ (D o *> ft (O -f ;i/ 7, WM$l £ & d £ ^ ;i/ 7. IxM [filftR 

8¥ (Virus associated hemophagocytic syndrome; VAHS) HS^SR^ ±££t 

ftm iz&ux oti^o 

j§s it >r x cd m £ i - «fc d 1 & m t * tj & # #h ^ n x v « 

v ^ i±mmm±i*fr dna§ m&-rz>(DX7#b-^x »©f ^ < * v ^ ^ 
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^UttV-A) £{&mT3Mg#^&^t&£&(ELISA) (Hz;i/^^^^>3>ELI 
SA: Boehringer Mannheim, HilHb^) ^HMS£tlT^£o 

Tr ^5 o 

i&tLi^tiS d h^fR^^tiTV^ (Dinsdale, D. et al., American J.Pathol. 
155:607-18, 1999) o ^bTit-T h^;i/Of h^DACIt 7*"h-y^©Jr- 
7r^^-T-fe^^^^-'t:'(caspase)-3©?Stt'fb^Pl^L, ^ h ^nAC©lu 
SPt^ r*°h-v^3tff hfMf^-r^)- ^#$fc££*iT^& (Medina, V. et al., 
Cancer Research 57:3697-707, 1999) 0 

AC£«T3ELISA£5£iz:U Jftttf©^- h^PAC©S* s Gm HPS. 
* 0Ji * %Wl T a SI o fc o 

h * □ a com feii &i$c&3- v zv2±cmfeUM*^®<-$-2>° 
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(4)^ h ^ P A CiZ^T3^*£4#eM^T£, f*?W©^ b^PAC©-^> 
( 5 )«^©f&mffl (4)©?- h ACviliJ^IS^o 

(6) iin»i«i (gvhd) (Dtmmx^^, (4)®f ^DAcim 

(7) jftti*^^S¥ (HPS) ©g«E]T-i&*K (4)©^ h^PACv|iJj^f«o 

(8) if^-feU >^t4 6lfil^©R#iTfflT-fe^), (4)©^- h^PAC«E«o 

(9) «>-r ;i/*t£na& • «©!«/«-?:&£, (4)tfsa©^- h ^ n a cm^MMo 

h ^ p A CM\aeM,M<> 
mites HPSll#lfilvi^©LDH, AST, ALT, 7iUf >Mfh^DAC(Cyto- 

o©fis©ji^£^-ro 

E! 3 (±, -f > 7 > if Ml £ |g«E L rS^lfll 1' ©GOT, XMlkU^ h ^ P A C 
©ffi©Jff££^To 

w t t w © uss © j&ai {3 o v > t {3 w -r z> o 
pac{±, «^©*sm, ffljiajK^«i-seiht<fcb«BJ!a^ifem$ns^% 
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^□7hy77^-CJ; § £i£^## x. ft a o nm*m lc J; £ 7j LTIt 

W^Ll^c i^&ag'fb^fcJ^ifefcfciU ^h7oACt^t§rAf*^/l]^T, 7^ 

{uTcffl «§tfb^$B#T3'fb^Jfc:<fcafflilx Stftffilfit Slf^f&t 

oUT7r^ 7°£^oTH&Wt"£o 

1)^- h ^ d A CJz^-raiJti*^ tf— XXfci* ^7"±(:@lilbt^o t*-Xli7^ 
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-xxii A y 7±o*^sis^fiiiii*i^ « fcft, ^^mnT)vy^y (bs 
A), *-S>f >*|OSaS, Xli, Tween 20^©#®fSt4^J-e 7"D y ?%kW* 
ffo o 

2) tft#£. ift^T'&tifcfBSA, >m(DM&n, Xiix Tween 20^©^tB?S 

3) hT— XXfcfc* T#n«Tween 20^©M?£-t£#J£^tf^ y 7 t— Tift 

-££*ifc£BSA N -/j-IM I'lfL Tween 20^©Wlfnf5'l*JiJ*^ 

tf ^ * 7 t — t? £ ti tz m mfife % na x. § o 

4) If— XXfct* v T ^n^Tween 20^©M?£^frJ£^<£r v 7 T-T:ffi 



aHatttc «t y)$im&y-> k-y v^sftfcjRagsfijffl-ta. ELisA&ir©&^fb^ 

&tfi&<m\,^t>tlT^& (Souichi A. et .al., J. Biological Chem. 273:1989 
2-4, 1998) o L*»Lfc#^ h 7 P A C©af itfH < HtSHit 
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D A C £ f" > K -f y 5H£i3 «t t) SItS f- h * D A Cfflfl5£t£I£fc: & || -r £ o Mfe 
^{3<fc»3^h^DAC *«IJ^-T 3 IBlJ^^^Ji, fl&J&fcfl )Jfi^ h^DAC inffcZI - 

hijy y\ ^DAC iaffcD - htf — ^CDifi?- h ^ p A C tnrffczn - h 0 

ffix 2)«itttn:^ h ^ d a cm*, mwrnmco^ ^da ciii§i, 4)«^ 
m # (3 & § 0 ^ o t , 7" * h - x -5 m * temmcD, mw\ ^mmmrn & 

0iJx.«GVHD, gBMtt^i (ilttHJrYKrX (SLEK 

*fflfl&#sjfr l x -r *° h — > x i g jg ci £ n s s^f. #y x. « -f ;i/ x is g ifli mn 
±&mm (vahs) , -eoffe©^;^®* (hcv, hiv s -ox;^^^,^) o 

4 ) 6 « > f?'J x. fcf&ft U > « o 

5) Aawt7# h— >x#§i ^3.£ns«u ^>jx.(«imB^ »y (r/t^ 
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G)±m&$imBLfommt (SIRS) : ^(3*t1-§SS»{3SJ^LT#^^(c^ 
S N o 

i^m^co^- h 5 d a c ^inij^-r SdttJ;^ iiEfffiT^T IT U £ «?E£ 
IzGVHD, iMBR^^S! (HPS). ^-e^^-r^XM^lfltSR^^^M^ (VAHS) n 

^#^tc££M&£fiff2c©*g^ HPS&tF^ >7;Ui>-9 1 'Kic*D^T, ifJi 
h ^ d A C (Dm.h % MM9tO}W\$* h^fi^ LDH < fflMt§-t^l*ft ?> 

tZo 



mmm 

[H»J 1 ] f F^oAC cDELISAii <fc £iBJJ^ 
7-n©f F^OAC (^^x-tt) ^^tMU f h^DACC^t^ 
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#tifiiri£f#3o ^(Dmskmizmmm^2 mztezkoizm^zmuLs mu (20 
~3o°o T~5mmm.n-rzo MftLfzm%*moo®mx30frm>bL±.m%®x, 

}«t)£0.1 MU>Hfj^pH 7.2T^?^ LTjgflr "T &o iSlir 

Ltzf&m±. CNBr-Sepharose 4B (7 7;Ry7|i) {^^©f h^DAC^IS 

-&£-&T*§&Jfi#©#^ AtwSR-To 0.15 M NaCl^^tfO.Ol Mb U *t&S?*M?&P 

H 7.5T'ft^A£&#|£ N 0.1 mWl?7-i?>-Ctft?- b^DAC^jSttSU 

iSm**^ 0.15 M NaClfc^tfO.Ol Mh U ^JMSglSMpH 7.5fc:*t Lift 

tC(Ig6)MSSi«!JfcrSo 

2)trt^- h * D A Cln^F(ab' ) 2 £>33$g 

Mi^LfeigG^o.i mmmmmn A.zizMLxmm-r^o mrrLtzigmmz 

^7y> (S'^tt) %Wmmi£ttT~2Q:l<Dmft£teZ>£oWmz., 37°Ct:16lKj 
P^S^^-B-So S*fc^©^M©pH*l N NaOHT7.5tzgi!3lLfcf£s 0.15 M NaCl£ 
^tfO.Ol Hh'J^MiffitpH 7.5T-¥«<bbfcSephacryl S-200 (7t;1/^> 

rtt) *^AT"y;i/«a*fT"5o ife 7 7 ^ i/ 3 >©f - 1-^ ^ 

4 m/muznmLtzm? mmfi) mm<D\ miizo.i M^ssa^s??- r u ^ 

A£60//1AU;^ (20~30"C) -£20?3«m 0.001 mmffiffimvU 4.4fc*t 

Lxmrnrzo 0.2 mm± t u ^ajst-ph 9.o~9.5cist2)o 

}£M (30.1 M££g£gffi&pH 9 . 5 (3 *t L X mtfr L £ i/i^ h ^ d A C InfrF ( ab' ) 2 ?S*g 
(4 mg/ml)£l mlfttlXs g?U (20~30°C) 7? 2 D#fgH$m-r £0 4 ag/mltzSHg Lfc 
TK^flS*^*^" h 'J £A*££50/zUJ0;U 4°CT!21^P H Ht#^^ 16ROT8t WU&T 
2>o d©}gr«0.15 M NaCl^^tf U >llli pH 7.2!:^ltMl Sephac 
ryl S-200 ( 77ll/T^7|i) * 5 AX?)l^M%ft 3 „ Ltz 7 5 7 ^ 

3>(Dm-¥-?%M&). 25% ov-^fitm (B^^mm) £ittf0.2 mv >it 
ni- h u oMmmvn sAxmRL, mm^tK^ h 7 p Acmi*F(ab' ) 2 ?t (ti 

Dxm^titzigGmm^, o.oi Mh'jxwMpH 7.5-trnMjgo.nzm 
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^fz'&s EIA^#ffl^^{3«fcoT0.15 M NaClStFO.01% Tween 20£^&0.01 M 
h'J^^ItWj^pH 7.5T30 («4S)H) i5fe?fi-So MLfc*^7!:, 0.5%^ 
>£^&0.01 Mb U*^M»*l£pH 7.5£200//l£[];U Sft4°CT*16 

7\y hcD^-h^DAC (->^vtt) 2% BSAs 0.01 M EDTA 2Na, 0.1% NaNa, 
0.01% Tween 20SL>"0.15 M NaCl£^tf0.05 Mb UXlIMpH 7.5T**MRU 50 
ng/m 1 ~ 0 . 05 ng/m 1 © # J« £ ft "T £ o 

tft^- h^DAC mmit Isfzii y tf ^ 7)1 ~? ^>«$«iiU$^ £ 

2% BSA, 0.01 M EDTA 2Na, 0.1% NaN 3 . 0.01% Tween 20£W0.15 M N 
aCl£^r&0.05 Mb U^ISffifftpH 7. 5£50// liiAf So * © * y T 
f^^SV^*^50//Ujn^s g?3 (20~30°C) T'llMM^£i±£o EIA 
^fflM^I^ffllV 0.01% Tween 20, 0.0015 M NaCK 0.0015% ;t7^^r>>Sl 
#i£^;i/&m).005% d D7"b h 7" ^ K^atf 0.005 Mb U **I®n$pH 7. 

5T3[n] (=g-4#l$) #fc#£L *gSHia^S100>uliP^.^«i (20~30°C) 

T*ll^BgSiiS^-&So SJtB^. EIA3Sffl&#$t£ll]^0.01% Tween 20, 0.15 M NaC 
K 0.0015% ^^^-Z-i/^^mS-T-JlRXf 0.005% 2-^DD7tF7, K£fS 

tf 0.005 Mb vxmmmn 7.5-^30 (&mm) m&?z>o m*®.. 1.5 mg/mi© 

ABTS (2,2-Tvy-t'^-(3-3i^;i/^>V^7 7 V U >-6-x;i/*>0t)^afe 0.1 
M^oi>BgMfjMpH 4.2^100//lJPx.m B a (20~30°C) Tll$fI8Sjifc£-e\ 
0.013% NaNs^^lOOAlSPx^^f^lh-r^o 56€i L fc^r£©405im©i!Rft&£# 

#$t&©^ h^DAc s^moimi* ^ ^ > * wRitmutt\ < o 
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ipzmm 2 ] gvhd n Hpssv^tt >sm&Mmmm tinman?- 1 z n a c©sg 

HJSfll 1 £§3*8 Lfc?- h £ D A CCDELISA&fcffll^ GVHD, HPS&tf&t* U > 

^lfc:^-r«fc-5t:, fii#A15AT"t±^TPitt (< 0.05 ng/ml) T-fe 
o tz tiK GVHDT fct 6 M rp 4 0»J (67%) N HP ST* It 4 #>J 4' 4 0ij ( 1 00%) N itfi »J W? 
^SJfa^Tii2^J^2^J (100%) #»te-T?ifcofco £fcHPST-fc^ i^b^D 



GVHD, HPS&U?&t4 U WH£ 6 JMMlfil^^- h ^ P A C CD^gfil 





Jflra^^- h ^ DA C©£M( ng/ml) 


GVHD 


1.1 




<0.05 




0.4 




0.3 




<0.05 




0.3 


HPS (VAHS^^tf) 


3.1 




22.0 




38.0 




2.9 




0.4 




0.4 




<0.05 



*:M^A15Att^TftmPSJmT(<0.05 ng/ml )T*fcofco 



* fen i iztewsmmMm^o), ldh, ast, alt, 7 ^ u ^>st>*^- h ^ n a c 
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(DmcDm^^fnLfco 3- h^PAC&LDH©f6hf5(i:fflWU MtLDHtd^feff L T 

^M0'J 1 izmm LfcELISA^£ffl^T^ -Y > 7 Jl m >if -5 *>s ftgfc^ & 

fe^'JT(±s ±27fflt (8M) #5 ng/mm±©^{i££^U & 178Mfc#30 

v ^ i&j # jl & ti fc o 

^OAC ©ffi©MM£ S^to ^ b ^ □ A C fcfcLDHlZ L T ±P&t>*TP^ U ^ 

[HWJ 4 ] >f > 7 >if flB& • llte/i^iM -f h * -f > i!J& 

E— fe l^^>(selectin) N nj^t4 r □ >^' ; E v i U Xsoluble thrombomodulin) 
(sTM) x mmWfZm^Cmh Fas s FasL&tf^ r^PAC©«Jg*j£SLfco E 
-feb^^->(isE-felx^^>ELISA^r^ h (version 2, Bender med systemsftSt) N 
sTMt±TM^X h (Teijin Diagnostics^) N TNFtth bTNF-a+M bv^U — > 
^A;7'yt^^r^ h (Bioscurce Internationalist) . FastisFas ELISA^y 
K FasLttsFas U FELISA^F- y V (&l3Medical and Biological Laboratori 
esttSi) £TiiJ£U h^DACIiili 1 £f BIB LfcELISA&£ffi I vt»!Jj£ 
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1. ftatof hi'DAC^IU ^JMt:S^v>-C*fflJia5E%tftai-r*3 i: 
3. {«*©^ h^DAC^> IM 'y^ita t)^ST^3i:*^tf. 

5 . «Biia5E©tftmju-r- * a s ss^ji 4 ichb;i©^ f^oac m&m^ 



9 . •> ;u x mm • na^©^wrffl t- & a. h»#jh 4 cz mmo?- h^dac an 

aEL niC o 

10. • > >-«m • m&T'& &s m&m 9 iz 



WO 01/35093 



PCT/JP00/07838 




WO 01/35093 



PCT/JP00/07838 




WO 01/35093 



PCT/JP00/07838 




WO 01/35093 



PCT/JP00/07838 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/07838 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 G01N 33/48, G01N 33/53, G01N 33/68 



According to International Patent Classification (IPC) or to both national classification and IPC 
B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 G01N 33/48, G01N 33/53, G01N 33/68 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI, BIOSIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 

/A 



JP, 3-257367, A (Morinaga Seika K.K.), 
15 November, 1991 (15.11.91) 
& GB, 2241782, A 

BIOSIS NO. : 199900013224 

& J. Cerebral Blood Flow and Metabolism, Vol.18, 
No. 11, pp. 1239-1247 (1998) 



3,4 
/l, 2,5-10 



1-10 



| | Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



"T" later document published after the international filing date or 

priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
05 January, 2001 (05.01.01) 


Date of mailing of the international search report 
16 January, 2001 (16.01.01) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



H^aiMS* PCT/JPOO/0 78 3 8 



a. &momir&&B<Dft& mmvrm-frm (ipo ) 

Int. CI' G01N 33/48, G01N 33/53, G01N 33/68 

»HEfc1?ofc*/NMIfl- (BBttSta* (IPO ) 
Int. CI' G01N 33/48, G01N 33/53, G01N 33/68 



fflRSWSE'Cteffl Lfca^T*— * (f— *<»%M. ffi&\~&Rl Lfcfflif) 
WPI, BIOSIS 



X 

/A 



A 



JP, 3-257367, A (sAs^cSKH&Ufc^^^b) 

15. 1LB . 1991 (15. 11. 91) & GB, 2241782, A 



BIOSIS NO. : 199900013224 

& J. Cerebral Blood Flow and Metabolism, Vol. 18, No. 11, 
P. 1239-1247 (1998) 



mm-rz> 



3,4 
/l, 2, 5-10 



1-10 



ilj «3fett±§R»-*SIS:iltjE-f-5S:iRXtt«t«)S:itto»tT 



r&j p-/^yh77S!'-SiSli 



0 5.01.01 




g^H^fPir ( I S A/ J P) 
100-8915 


StJL fir- S3 
mi5#^ 03-3581-1101 ? 


2 J 


9 16 2 


3 2 5 2 



ISPCT/ISA/2 10 (12^) (1 9 9 8¥7fl) 



